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Amendment dated September 23, 2008 
Response to Office Action dated June 23, 2008 

REMARKS 

In the Office Action dated June 23, 2008, claims 1, 2, 4-7, and 9 were rejected. The 
Examiner made the claim rejections final. In response, applicant has filed a Request for 
Continued Examination (RCE), submits the following comments, and provides the Examiner 
with comparative data in the form of an inventor Declaration which discusses the cell 
differentiation activity of numerous vitamin D analogs (none of which are encompassed by the 
instant claims) in an IBD mouse model. In view of the following comments and the enclosed 
data, reconsideration of this application is requested. 

In the Office Action, claims 1, 2, 4-7 and 9 were rejected under 35 U.S.C. § 103(a) as 
being unpatentable over DeLuca et al U.S. 6,392,071 in view of Wu U.S. 5,981,597. Basically, 
it is the Examiner's position that it would be obvious to one of ordinary skill in the art to treat 
ulcerative colitis with the class of vitamin D compounds claimed because the DeLuca et al 
reference teaches vitamin D compounds exhibit pronounced activity in arresting the 
proliferation of undifferentiated cells and inducing their differentiation to the monocyte, and 
Wu teaches there is an increase in proliferation of cells in an undifferentiated state when one 
has ulcerative colitis. As a result, the Examiner believes that it would be obvious to treat 
ulcerative colitis with any vitamin D compound which exhibits pronounced activity in arresting 
the proliferation of undifferentiated cells and inducing their differentiation to the monocyte. 

In addition, the Examiner rejected claims 1, 2, 6, 7 and 9 on the grounds of obviousness 
type double patenting as being unpatentable over claims 1, 5 and 8-11 of U.S. Patent 
6,989,377. Further, claims 1, 2, 4 and 7 were provisionally rejected on the grounds of non- 
statutory obviousness type double patenting as being unpatentable over claim 56 of co-pending 
application no. 11/283,090. Also, claims 1, 2 and 4-7 were provisionally rejected on the 
grounds of non-statutory obviousness type double patenting as being unpatentable over claims 
51-55 of co-pending application no. 11/283,291. Finally, claims 1, 2 and 4-7 were 
provisionally rejected on the grounds of non-statutory obviousness type double patenting as 
being unpatentable over claims 51-55 of co-pending application 10/235,244. Although the 
conflicting claims were not identical, the Examiner alleges that they are not patentably distinct. 
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Basically, it is the Examiner's position with regard to each of these double patenting rejections 
that: 

"A skilled artisan would have reasonable expectation of 
successfully treating an inflammatory bowel disease with a 
vitamin D 3 compound. 11 

The applicant respectfully disagrees with the Examiner. Applicant further believes that 
the following argument applies equally to the § 103(a) rejection based on DeLuca et al '071 and 
Wu f 5 97 as well as to all four of the double patenting rejections made by the Examiner. 

In the Office Action of June 23, 2008, the Examiner stated that the data previously 
submitted in Exhibit 1 which accompanied the Amendment dated March 18, 2008 was "not 
commensurate in scope with the claimed invention" because "Applicant claims various analogs 
of vitamin D in treating all inflammatory bowel diseases." In response, the Examiner should 
first note that claim 1 has been amended to be limited to ulcerative colitis, and thus no longer 
encompasses "all inflammatory bowel diseases." Secondly, the scope of claim 1 has been 
reduced by eliminating side chains wherein one or more carbon atoms in the side chain have 
been replaced by 0,S and/or N atoms so that the side chains are more closely aligned with 
standard side chain structures, such as those illustrated at pages 6 and 7 of the specification and 
those described at pages 10 and 11 of the specification. Thus, Applicant believes the data 
presented in the enclosed DeLuca Declaration is in fact commensurate in scope with the 
claimed invention. 

The Examiner should note that all of the instantly-claimed vitamin D compounds 
contain a methylene group at the carbon 2 position of the A-ring of the vitamin D nucleus, and 
have significant cell differentiation activity. In contrast, none of the vitamin D compounds set 
forth in the enclosed DeLuca Declaration are encompassed by the instant claims, yet they are 
all vitamin D 3 compounds and all have significant cell differentiation activity. Thus, Applicant 
believes that the conclusion drawn from the enclosed data in the DeLuca Declaration is not 
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"contradictory" as the Examiner alleges, because the data show not all vitamin D 3 compounds 
will treat ulcerative colitis even though they may have significant cell differentiation activity. 

As noted above, the Examiner's basic position is that one skilled in the art would have a 
reasonable expectation of successfully treating IBD such as ulcerative colitis with any vitamin 
D compound that exhibits pronounced cell differentiation activity because that is the teaching 
from Wu '597. In response, applicant submits a Declaration from Hector F. DeLuca, one of the 
present inventors, which includes data attached thereto which compares various Vitamin D 
analogs in a mouse IBD model. The DeLuca Declaration provides data comparing the efficacy 
against IBD of four different vitamin D compounds. The first is la,25-dihydroxyvitamin D 3 . 
The second is 2-(3 ? -hydroxypropylidene)-19-nor-la ? 25-dihydroxyvitamin D 3 (E-isomer). This 
second compound is designated "1AGR" in the attached Exhibits. The third compound tested 
was 2-methylene-18,19-dinor-(20S)-la,25-dihydroxyvitamin D 3 which is designated "DP035" 
in the attached exhibits. The fourth compound tested was 2-methylene-la,25-dihydroxy- 
(17E)-17(20)-dehydro-19-norvitamin D 3 which is designated "DP066" or "VIT-Iir in the 
attached exhibit. As the Examiner can see from the DeLuca Declaration and the exhibits, the 
compounds la,25-dihydroxyvitamin D 3 and 1AGR were effective against IBD. However, the 
two other compounds tested, i.e. DP035 and DP066 did not significantly reduce IBD, and were 
determined to be ineffective against IBD. 

The significance of this data is that both DP035 and DP066 have significant cell 
differentiation activity. In order to support this, applicant submits a copy of U.S. published 
application no. 2005/0227950 Al, and refers the Examiner to paragraph 0144 contained on 
page 15 thereof as well as Figure 2 thereof. As the Examiner can see, the compound DP035 is 
stated to be "more potent" than la,25-dihydroxyvitamin D 3 in promoting the differentiation of 
leukemia cells. The Examiner should note, however, that although more potent than la,25- 
dihydroxyvitamin D 3 in cell differentiation activity, the compound DP035 is ineffective in 
treating IBD, while la,25-dihydroxyvitamin D 3 is effective to treat IBD. 

With regard to the compound DP066 or VIT-III, applicant submits a copy of U.S. 
Patent 7,241,752 B2. The applicant refers the Examiner to column 24, lines 23-26 as well as 
Figure 2 thereof. As stated at column 24, the compound DP066 or VIT-III has "little 
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difference" from la,25-dihydroxyvitamin D 3 in its ability, i.e. both efficacy and potency, to 
promote HL-60 differentiation. In other words, DP066 or VIT-III is just as active in cell 
differentiation as la,25-dihydroxyvitamin D 3 . The Examiner should note, however, that 
although just as active as la,25-dihydroxyvitamin D 3 in cell differentiation, the enclosed data 
in the DeLuca Declaration show that DP066 or VIT-III is not effective against IBD, while 
la,25-dihydroxyvitamin D 3 is effective to treat IBD. 

The significance of these data is that contrary to the Examiner's position, as well as 
what is taught in Wu '597, not all vitamin D compounds that have cell differentiation activity 
will treat IBD. Thus, applicant believes it would not be obvious to treat IBD with the claimed 
compounds despite Wu's generic statement that any vitamin D compound that has cell 
differentiation activity would be effective against IBD. Applicant has shown that Wu's 
conclusion is incorrect. Thus, a combination of DeLuca et al '071 and Wu f 597 does not teach 
or suggest, and especially does not provide a reasonable expectation of success of treating IBD 
with all vitamin D compounds, in view of the enclosed data. 

The double patenting rejections are believed also overcome since the Examiner's 
position that one skilled in the art would have reasonable expectation of successfully treating 
IBD with any vitamin D compound has been refuted in view of the enclosed data. 

Accordingly, applicant requests the Examiner withdraw the § 103(a) rejection as well as 
all four of the double patenting rejections. 

An effort has been made to place this application into condition for allowance and such 
action has been earnestly requested. 



Respectfully submitted, 



ANDRUS, SCEALES, STARKE & SAWALL, LLP 




Thomas M. Wozny 
Reg. No. 28,922 



100 East Wisconsin Avenue, Suite 1 100 
Milwaukee, Wisconsin 53202 
Telephone: (414)271-7590 
Facsimile: (414)271-5770 
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